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Patents 

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: 

D'AMATO ET AL. 

Serial No.: 09/780,650 

Filed: February 12, 2001 

For: ESTROGENIC COMPOUNDS AS 
ANTI-MTTOTIC AGENTS 



Examiner: B. Badio, Ph.D. 
Art Unit: 1616 



Solo 1 ! 



1 



DECLARATION OF ROBERT J. D'AMATO 
UNDER 37 CFR §1.131 



Robert J. D'Amato declares as follows: 

1. I reside at Lexington, Massachusetts 02420, and am one of the inventors 
named in the above-referenced application for Letters Patent. 

2. Attached hereto as Exhibit 1 are true and correct copies of several pages 
from my laboratory notebook. The dates of these pages have been redacted from the copies 
attached hereto. These notebook pages show tests conducted by me and demonstrate the ability 
of 2-methoxyestradiol to inhibit microtubule formation. All of the notebook pages comprising 
Exhibit 1 are dated prior 10 July 2, 1993. 

3. Attached hereto as Exhibit 2 is a true and correct copy of a letter from me 
to Dr. Hamel with the National Cancer Institute. The date of this letter has been redacted from 
the copy attached hereto. The letter states as follows: 

This letter serves to formalize our conversation regarding 
the estrogen metabolite 2 methoxy estradiol which we have 
discovered is an effective chemotherapeutic agent and microtubule 
inhibitor. 



I FICMION OF FACSIMILE TRANSMISSION 



I hereby 
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tied to the Patent and Trademark Office (Fax 



Di>cemfoeT 18. 2003 
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This letter (Exhibit 2) was written by me and is dated prior to July 2, 1993. This document has 
also been redacted to remove non-relevant material. 



4. Attached hereto as Exhibit 3 is a true and correct copy of a letter from 



Christopher Dippel of Harvard Medical School to Mr. Takeda, The date of this letter has been 
redacted from the copy attached hereto. This letter states as follows: 



Upon returning to Boston, Dr. Folkman asked a 
postdoctoral fellow, Dr. Robert D'Amato to initiate the screening 
of 2-MOE for activity. Dr. D'Amato found that 2-MOE inhibits 
growth of vessels in the cam assay but not in the rabbit eye assay. 
In addition, he tested the compound in mouse against Lewis lung 
carcinoma and estimated a T/C of .35. In culture, 2-MOE was 
equally effective in preventing the growth of Lewis lung and 
endothelial cells, which suggests to Dr. D'Amato that 2-MOE is an 
antimitotic agent. Additionally, he has demonstrated that it inhibits 
microtubule formation similar to vinblastine, a current anticancer 
agent. When tested in vitro with AGM-1470, 2-MOE' s effect was 
slightly increased. 



This letter (Exhibit 3) was written by Mr. Dippel and is dated prior to July 2, 1993. This 
document has also been redacted to remove non-relevant material. 



5. The foregoing documents clearly demonstrate that Dr. Folkman and I 



conceived of and actually reduced to practice the invention claimed in the above-referenced 
patent application prior to July 2, 1993. 

6. The undersigned declares further that all statements made herein of his 
own knowledge are true, and that all statements made on information and belief are believed to 
be true, and further, that these statements were made with the knowledge that willful false 
statements, and the like so made, are punishable by fine, or imprisonment, or both, under Section 
1001 of Title 18 of the United States Code, and that such willful, false statements may jeopardize 
the validity of any patent issuing on this application. 



At the meeting, Dr. Folkman described the identification of 
previously unreported antiangiogenic properties of an known 
urinary metabolite of steroid metabolism, 2-methoxy-estradiol (2- 
MO). *** 
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HARVARD MEDICAL SCHOOL 



DEPARTMENT OF SURGERY 




THE CHILDREN'S HOSPITAL 
300 LONGWOOO AVENUE 
BOSTON. MASSACHUSETTS 02115 
16171 735-7496 Of 735-7497 



Dr.Hamel 

Building 37, Room 5c 
NTH/NCI 

Bethesda, MD 20892 



Dear Dr. Hamel, 

This letter serves to formalize our conversation regarding the estrogen metabolite 
2 methoxy estradiol which we have discovered is an effective chemotherapeutic agent 
and microtubule inhibitor. . 



Sincerely, 



Robert D'Amato M.D. Ph.D. 

Dept Surgical Research 
Enders 10 
Children's Hospital 
Boston, Mass 02115 
617-735-6791 
fax 735-7043 
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Harvard Medical School 




333 Longwood Avenue, Suite 640 
Boston, Massachusetts 02115 



Office of Technology Licensing & 
Industry-Sponsored Research 



Telephone: 617-432-0920 
Facsimile: 617-432-2788 



Mr. Isao Takeda 

Senior Manager, Licensing 

Patent and Licensing Department 

Takeda Chemical Industries, Ltd. 

3-6, Doshomachi 2-chome 

Ghuo-ku, Osaka 541 

JAPAN 

Dear Mr, Takeda: 



At the meeting, Dr. Folkman described the identification of previously 
unreported antiangiogenic properties of an known urinary metabolite of steroid 



Upon returning to Boston, Dr. Folkman asked a postdoctoral fellow, Dr. 
Robert D'Amato to initiate the screening of 2-MOE for activity. Dr. D'Amato found 
that 2-MOE inhibits the growth of vessels in the CAM assay but not in the rabbit eye 
assay. In addition* he tested the compound in mouse against Lewis lung carcinoma 
and estimated a T/C of .35- In culture, 2-MOE was equally effective in preventing 
the growth of Lewis lung and endothelial cells, which suggests to Dr. D'Amato that 
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2-MOE is an antimitotic agent* Additionally, he has demonstrated that it inhibits 
microtubule formation similar to vinblastine, a current anticancer agent When 
tested in vitro with AGM-1470, 2-MOPs effect was slightly increased At this time, 
the results of these experiments have not been written up and Dr. D'Amato is now 
involved in other projects in addition to this one* 



cc: Ms- Joyce Brinton 
Mr. David Conlin 
^Dr. Robert D'Amato 
Mr. William New 
Dr. Judah Folkman 
Ms. Carol Qjiilty 



Sincerely, 




Christopher Dip] 
Project Manager 
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